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REMARKS 

Claims 46-51, 53-57 and 60-64 were pending in the present application 
prior to the present amendment. New claims 65-69 have been added and 
Claims 46 and 64 have been amended. The Examiner found that Claims 53-57 
and 60-64 were allowable, but 46-51 and 64 were rejected. Applicants 
believe that the Examiner intended to state that 60-63 are allowable and that 
64 is rejected. If this supposition is incorrect. Applicants respectfully request 
clarification from the Examiner. 

Applicants point out that Mohan et al. (a complete copy of this 
reference is appended for the Examiner's convenience) does not disclose the 
preservative properties of quercetin. On the contrary, the final sentence of the 
"Materials and Methods" paragraph reads: "The eye drops were prepared 
fresh every 3'"^ day in 0.5% methylcellulose[.]" As observed by the Examiner 
the formula contains no preservative. Applicants respectfully suggest that is 
not evidence that Mohan knew of the preservative properties of flavonoids; 
rather, the lack of an added preservative was why the authors specified that 
the drops be made up fresh every third day. If Mohan et al. had been aware of 
the preservative properties of quercetin, the three day limit on drop life would 
not have been mentioned. 

Applicants also appreciate the Examiner's point that an open claim such 
as Claim 46 claiming a range of 10 to 10,000 ppm could be considered 
anticipated by Mohan et al.'s use of 0.5% (5,000 ppm) of one of the claimed 
agents. Therefore, quercetin has been removed from Claims 46 and 64 and is 
now the subject of a newly presented independent Claim 69 wherein the 
concentration of quercetin is below that specified by Mohan et al. Therefore, 
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new Claim 69 is not anticipated by Mohan et al. and, Applicants respectfully 
submit, is patentable over the art of record. 

Now that Claims 46 and 64 no longer call out quercetin, they, as well 
as those claims dependent upon them, are allowable. In view of the foregoing, 
it is respectfully submitted that the application is in condition for allowance. 
Reexamination and reconsideration of the application, as amended, are 
requested. 

If for any reason the Examiner still finds the application other than in 
condition for allowance, the Examiner is requested to call the undersigned 
attorney at the Los Angeles telephone number (310) 734-5200 to discuss the 
steps necessary for placing the application in condition for allowance. 

You are hereby authorized to charge any fees due and refund any 
surplus fees to our Deposit Account No. 50-2567. 

Respectfully submitted, 
Reed Smith Crosby Heafey 



1901 Avenue of the Stars, Suite 700 
Los Angeles, CA 90067 
Telephone: (310)734-5200 
Facsimile: (310) 734-5299 

Copy of Mohan et al. 



Date: 1 4-October-2003 




Stefan J. Ki(/chanski 
Registration No. 36,568 
Attorney for Applicants 
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Miulan Mohan. S.K. Gupu, S. Agnihotri, S. Joshl and A.K, UppaJ 
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The role of aldose reductase (AR) in the caawUon of 
diabeiic cauraci is now well esublishcd HJ, One maior 
finding 10 support [he role of aR in sugar cauraci » ihe 
prevention and delay in the progression of cata/aa 
dcvclopmcni by certain AR inhibitors f2-4]. Flavonoids 
have been reported to be potent inhibitors of lens aR [5 6] 
Of these, quercctin and myricetin have been shown be 
more poteni in comparisofi with others |7l. So far only 
limited aitempis have been made lo evaluate the efncacy of 
these navonoids as v>"<«iaract agents [gj. In the preaent 
study ihe effeci of iopica( quercetin and myricetin in 
galactosemic cataracts was assessed. 

Materials and methods: Galactose cauracts *erc induced 
in young albino rats (^0-80 g b.wi) maintained in sUndard 
laboratory conditions. Animals were fed a diet comainiag 
galactose and were randomly divided into three groups 
of !2 rats each. Group 1 served as control. In group 2 and 3 
animals, quercetin (0.5%) and myricetin (0.1%) eyedrops 
were applied, respectively. The eye drops were prepared 
fresh every 3rd day in 0.5% methylcellulose and were applied 
three limes a day in both the eyes of the experimental 
animals while the vehicle was applied in ihe control group. 

The stages of cataract (1 to 5) were graded according to the 
classification of Sippel (91 as described beIow:$tage I A, thin 
band of vacuoles in the periphery; Stage IB» vacuoles 
increase and occupy one third of the tens in anterior 
concx;Slagc IC, vacuoles occupy two thirds of the 
IcnaiSiagc 2» vacuoles now reach the centre of the lens and 
liquefication of vacuoles begins: Stage 3. vacuoles have 
liquefied and a uniform opalescence develops; $uge 4, 
nuclear opacification begins; Siage 5, total involvement of 
lens. 



Th, ey« were «.raine4 eveo- aiwrnue tUy by the sli. 
I.mpr«rc.,lluinin.t,«„ technique. MonAolotfcL cL-t, i« 

or the deity m reachini tbe di(r«r«nt mmJ^ 

uuuuoi auay. m oie remtioing wiiuls ihe diet and dn.. 
when ail (he were kiUed »ai ibeir leeM, <B«e«i2 

of West m R.popon tWJ. Blood jIucok .ad a,tmZ 

<«.«^1 .1?^ The «U<.ttnct aciion of 

quercetin and mynceiin was assessed by eompaiine the 

■re Shown m Table 1. The onset and eaureei 

were «pific««y deleyed i„ the tJI^IS .tSnS. 

treated eyea and 7S% of the myricetin treated eyes were 

developed a thin band of peripheral opediies (suae U) 
Besjdea delay in the onset, 

to be slower « the treated eyes. By the 30ib day. loSl of 
eyes m the control group hed developed nudear opadty 
(stage 4) while the eyes in the treated groups had progressed to 
stage 2 only. The stajes of eyea in all the three groupe remained 

^^'^It^ ^""^ 
cated that the difTereooes were hiifalysigairKaai < 0.001) 
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flffwre /. Chanzes tn dulcttcl cQttttm in controls and in qn^nttm or 
myrkeiin rrrcnd hns4t tu d\ff€^tti dayt o/galaaotc f^vdiag 
(means £ S£M). 



Biochemical studies showed ihat on the lOih day the |ev«i 
of duUniot, the polyalcohol product of galactose, was 
significaAtJy higher in the lenses of the control group as 
compared with the querceiin and tnyrioetin treated groups 
(p < 0.00l» p < 0.05. respectively). However, on the 40ih 
day when the control lenses were in stage 4 of cataract, the 



M.du> Mofttfl, S.K. Cupta. 5. Agnihoiri 
duldiol cgntent was found t be less than thai in the tr^x^ 
lenses (Figure I) owing to exeesMve hydropic swelling and 
rupturing of leiw Obres in the untreatad eyes Ob uie 
day, early stages of cataract and higher levels of dulciiol b 
the treated groups suggested a slower progreanon of caiar*a 
Blood glucose and galactose levels were found to be 
elevated in all the three groups; however, the difference was 
not significant. No ocular toxicity was observed during the 
study period, It is concluded that quercetin and myriceiin 
may prove to be potential aoii<ataract agents. 
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Thb Budr va* supponed by the bdita Cowtdl oTMMkal acMtreh. 
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